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1. AMENDMENTS TO THE ^P ACIFICATION 



Page 2, lines 5 to 15: \ 

A known medicament that contains a sulflnirl group Is wedafinil ModafiM. I.e. 2- 
[(diphenylmethyl)sulfinyl]acetamide. According to various synthetic methods. 
Intemiedlate 2-[(dlphenyimethyl)thio]acetlc add oH, 2-[(dlphenyimethyl)thlolacetamide .s 
oxidized with hydrogen peroxide to give 2-[(dipheriylmethyl)sulfinyllacetio acid, or 2. 
[(dlphenylmethyl)suif.nyl]acetamide, respectively. iThis oxidation, usually peribm^ed with 
110 volumes hydrogen peroxide, involves safety jiroblems. Similar problems^also occur 
in the synthesis of other biologically active sulfinylicompounds. such as euWflda© 
Sulindac i.e.(Z)-5-fluoro.2.methyl-1-[[4-(methyl-siilflnyl)phenyl]methyleneMH-indene- 
3-acetic acid, and the so-called "prazoles". i.e. [[(^yridyl)methyI3sulflnyllbenzlmidazole 
derivatives, which are known anti-secretory agent^. 

Page 3, lines 10 to 25: 

The process of the invention is particularly 'pseful for the preparation of 
biologically active compounds containing suifinyl or sulfonyl groups, such as modafiftil 
Modafnil ; modaf.nil culfone Moriafmil-sulfone (i.e.|f nodaf.ni l culfono Modafinil-sulfooe 
analogue); s«H«dae Sulindac ; ou l indac cu l fono Stjlindac-sulfone (i.e. culindac culfon o 
Sulindac-sulfone analogue); depsem Dapspne; ahd 

[[(pyridyl)methynsulfinyl]benzimida2ole derivative^, known as anti-secretory agents, 
such as those disclosed in WO 01/041 09 and BP 'p98944. in particular 

emepraaeteOmeErazQle, i.e. 5.methoxy-2ft(4-methoxy-3.5-dimethyI-2-pyridlnyl)- 

methyQsulfinyll-IH-benzimidazole; 

^a^^^^p^^mmmm' "-e- 5-difluoroniethoxy-2[[3.4.dimethoxy-2-pyridinyl)- 

methyl]sulfinyl]-lH-benzimidazole; 

tefwepfazete Lansoprazole , i.e. 2-[ttmethyl|4-{2.2.2-trifluoroethoxy)-2- 
pyrldinyl]methyl]sulfinyl]-1H-benzlmidazole; 

tt^eprazetelimoBii^. I.e. 2-[l(2-pyridin|l)methyl]sulfinyl]-1H-benzimidazole); 
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^teopfa^ PicoEiazole. I.e. 5-ethoxycartD<^yl-6-methyl-2tt(3-methyl-2- 
pyridinyl)methyl]sulfinyO-1H-benzimldazole: 

.abepfageteEabeemzQie. i.e. 2-[[t3.methyl|4.(3.methoxypropoxy>-2- 

pyridinyl]methyllsulfinyl3-1H-benzimidazole; 

^■,^^,p,,,^...v.^.nn..nle. i.e. the (S)-iymer of o m n pn ^o lB Orr FPra^ole . 

Page 4, lines 1 to 9: 

. intermediates for the preparation of SuWSS. particular those 

disclosed in U.S. Pat. No. 3,647,858, such W H«l>»,ophenvl^2-(4-n»th,fthK.- 
phenyl)^mancne and (z)-5-fluon>2-n«.hyi-1-(Wmethy«hlo)-phenynmethylene]. 
1H-indene^-acetic acid; preferably (Z)-5^i.oro-2-n,ethyl-1-tt'Hn.athylth.o> 
phenyllniethytene)-1 H-indene-3-acetie acid! 
intermediates for the preparation of wedaSM Modafioa. such as 
2-[(dlphenylmethyl)thiolacetic acid and 2-[(iliphanylrt»thyl)thio]acetamKle; 
intemiedlates for the preparation of dapaefje Baaana. SU«h as 

4,4'-thiobisbenzenamine; 

Page 5, lines 4 to 7: \ 

Examples of Intermediate compounds containing a sulfinyl group are eettRdae 
sulindac. Modafinil . lK4-fluorophenyl)-Z-(4.methylsulfinylphenyl>e* 

and 2-[(diphenylmetliyi)sulfinyllacetic acid. 

Paga 7, lines 10 to 12: 

Preparation of (5.difluoromethoxy)-2-[(4-chjoro-3-methoxy-2. 
pyridinyl)methyl6ulfinyl-1H.benzimldazole (Intarm^diateforthe Preparation of 
pr.»*»prn-rnia Pantoorazole) ; 

t 

Page 8, line 17 to page 9, line 2: ^ 

using the same procedure, the following compounds can be prepared; 

omeprazete Omeprazole from 5-methoxy-^a(4-methoxy-3.5-dimethyl-2- 
pyridinyl)methyllthio]-1 H-benzimidazole; ; 
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Parteszole from 5.difIuo4ethoxy)-2-[(3.4Hllmethoxy-2. 

pyridinyl)methyl]thio-1H-benzimidazole; 1 

la^e^p^Lansofi^from 2-[ffmethyW-(2.2.2-trifluoroetho)cy)-2- 

DvridinynTTiethyQthiol'lH-benzimidazole; . 

,«e^HS2E^fto- 5*1hoxyca*f.nyl^-eth,l-2tt(3Hnethy|.2- 
pwldiny1)methyllthiol-1H-benzlmldazole; i 

, „p,,,.,,- t..,. 2-nt3^m|4^3^ethoxypr°P°xy)-2- 

pyridlnyllmethylllhiol-1H-benzlmidazole;and ; , 
pyridlnyl)methyl]thloHH-benzimliiazole. ; 

1 
1 

Page 9, lines 4 to 5: \ 

P,«pa.^tion Of (Z).5.fluoro.2.methy|.1 W|,ea,yl8ulflnyl)pheny«methylene].1H. 

1ndene-3-ac$tic acid (suMae SMiifMjac) 

i 

I 

Page 9, lines 6 to 13: \ 

(Z)*fluoro.2.methyI-1'tt4-(n,e*vimio).phjnyflmethy1eneHH-lnda^ 

add (5 8 14.7 nnmolas) is dissolved in dichl<.«.mfane (25 ml). The solu«.n added 
w«h 5.4 9 (14.26 mmoles) of 73% w/w phthalimld*part.exanoio acW, keep«g the 
Lpelre a. ^ 20-C. After 18 h. .he Is concenUated to a.«s,due ^at ,. 

o^afeed from 15 ml methanol. After drying. 4.* g of {Z>5.fluo«,-2wne«,y,.H4- 
(methylsulfinyl)phenyllmethylenel-1H.indene^cadd(««aeiia^ 

obtained. Molar yield: 91%. 

Page 9, line 25 to page 10. line 4: 

Preparation of euUndaeSulindac . 

(Z).5.lluoro.2.methyl.1-tt4-(methylthlo)-ph^nynmethyleneHWhdene*acete 
add (5 9 14.r mmoles) is dissolved in memanol ^0 ml). The solution la added w«, 5.4 
g (14.26 mmoles)o.73% w/w e-ph^allmidoperhe^-anolcacid. Keeping '«-Pen«ure 
at al»ut 20-C. After 18 h. the solution is concentjalBd to 15 ml and cooled to 5 C. The 

4 I 
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precipitate is f.Hered and dried. 4.6 g of (Z^S-fluof 2-methy..1-tt4»^^^^^^^^ • 
phenyl3methylenel-1H-lndene-3-aoetic add is obtained. 

Page 10, //nes 13 to 15: . 

2-l(diphenylmemy1)sulfonyllacefcacid fton,j 2-t«liphenylmethy.)sulflnyI)acetio 
aoid; and 2-I(dipt«nylr.emyl)su.fonyfla»Uimide (.^M^m^liksm^ 
from 2-((diphenylmethyl)sulfinynacetaniide. 

Page tO, lines 1 7 to 23: 

Preparation of KiMtafiBBSiedaflnll ,„„ , 

10 9 (38.9 mmoles) of 2H(dlphenyln«thyl)l^io]a«lamkje ara diMolvad ,n 100 ml 
of dlchlommethane. The solution is added with 1R7 9 of 68% */w e- 
phtha,imidope«ic acid, keeping the .en,pe*ure at about 20'^ and a^r 6 h is 
diluted with water, adjusting the pH to 8^ with aq<,«.us ammonia. The result.^ 
phases nr. separated and flie organic one Is eva^-ed to dryness, to obttm 8.5 9 
2.Kdiphenylmethyl)sulfinyl]aoetamlde kjodanM). Molar ylekJ: 80 A. 

Page 1 1, lines 4 to 10: 

Preparation of n i ci chfinll ru lf o ne ^rtodafinil-fulfo^e 

10 g (38.9 mmolas) of 2-[(dlphenylmethyl)thiolacetamide are dissolved in 100 ml 
of dichloromethane. The solution is added with 31i.4 g of 68% w^w 
phthalimldoperhexanoic aoid. keeping the temperature at 20'e and after 6 h ,s diluted 
with water, adjusting the pH to 8-9 wHh aqueous .mmonla. The resuming phases are 
separated and the organic one is evaporated, to obtain 8.1 g of 2.[(diphenylmethyl) 
sulfonyllacetamide (modafmi l ci i lfone Moriafinil-sijifone) . 

J 

Page 11, UnesliU) 23: \ 

using the same procedure, the following compounds can t>e prepared: 
2.|(diphenylmethyl)sulfonyllaceBe add from 24(dii*en,lmethyl)thlolaoe.lo aoKl; 
1.(4-fluorophenylV2-(4-methylsulfony|.phenyi)-eti,anonefn5m1.(4.fluoroph.nyl>2-(4- 

methyllhlophenylKthanone;(Z)-5-fluoro-2-methyl-1-a4Kmethylaulfonyl)- 

I 
1 

5 ' 
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